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102(^^4521 ^Xf: 2004/2/14 

[^Eie^eiS] 630103-1462727 
[^SeiS] 449-759 

1^4:1 g:>i£ geiAi ^xis g^aiis 703 saom^ i02e eom 

r^2!] KR 

20 a 29.000 ^ 

[:?k<!i[S^Sl 5 a 5,000 

0 2i 0 ^ 

I^AFS^SJ OS 0 M 

34,000 S! 

[a¥AiWJ 1. fiStAI S/dlAi(£a)_1S 
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102^^4521 o^j^y. 2004/2/14 

^ ^^<^] 4^ ^i'S-'*^ ^1-^ 12Al:?> o]>a- ^a]:?}: ^jl^ 

£. 1 

-§-§-i|-^. ^-^3)-^. <^i#^^ 



25-3 




t^ ^;^>: 2004/2/14 



'^i^'^ ^1;^] ^ >f|2:1}-^ {Sustained-release preparations and method for producing 
the same} 

£ 1^ 3 (■). -gA].^] 6 (•), ^aHI 13 (A), ^X\c^] 15 (□) ^ Hjiac^] 2 ( 

♦ )«^]A1 A-^lg-Aj ;^|];i)]o^ -g-#^^:t3lj.# l+Bl-vfl ^0]tf. 

^i^^^ ^l^lfe ^-§- o^:e^^oi j^3Jf7> ^<H:^]fe #1}-A^ ^7] ^^7} 

-^^^ ol^ ^ ^^^^ ^fe «:^>#o] 5^=1:^ ^ 

■S-^<=»> «>fe ^^^^ «I14^A]^ ^ ojtrf. ^e«^^ tfl^ o]tO^ ^;^ og c^s) 

'^Ht!- -g-«flS7> €■ ^#21 ^^<H1^ of^^ ^o.^V xl^^o.^ SlJ*>7li4, i^A^ 
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102^^4521 <g;^>: 2004/2/14 

1-^^ ^^^<^ ^HH^^ i41<^A-^ ^^^o^ 

^H^-*^^ ^<^^>ll ^cf. ^^^^ ^1:^1^ 3.^^ S^^V 

^ ^^€<H1 ^tbt:J-. 

-^S. «a=^ ^7Hl7> ^A«H, 37] wi^i^vo^ 

S.^ ^1:^ ^^^^ ^-^^ ^«fl -§-tB£* #7>Al7'^ ^3^1cil-§-#^ ^^1^ ^-§-^3 et^-o^ 

^-f<^fe ^^^^ ^7^11- AV^^O.^>«J of^o^ ^^^^-i: ^^^Al^^ ^ilJ-^^* €t:l-. 
o]s>)- ji^] ^XV^^ ^;^].^^o.s. S^^a^**! 7fl:i=l7l n^<^ , ^^^S^ ^7>>ll 

<6> JL^] ^^^-^ -g-§-^#^ (melt-extrusion)^)- -g-g-^^^ 

(melt-granulation)<^l 9X-^^ . -H^J-^ 7l# 
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102^^4521 #^ 2004/2/14 

o^^^ ^^jil-^igo. ^ ol^a-^ ^7M1^ #&|^ 3j- 

. ; ^ 31^1 i=d<^5l-l- ^1Ss:VJI, oil- ^ifl^H 371^1 ^, ^J^-^l #^*V7l 

1+ ^7}:^St\. ^^tb ^ B]-^ 7]^ A-liS-^^ >fl2:^t:f. ^7] 7]^^ o]^^ 

S.^^ Al«j-A^ oIti] uSP 5,591.452<:»ll ^1^]^ h> -g-§-^# 

-§--8-^^^^ ;^1S^5^^ -^^M^ -§--§-, ^^o] <^^^^^S. 

<^^^ ^}o]7} $X^. ^7] 71## ol-g--^ ot^^ ^^^fe ^^o^ 

WO 93/15753«Hl :^1a1s|o1 ^c^-. 
<7> 7fl^^ 1^ is| 2:^ ^-g-^ ^^-^S- *>fe A^ifJ-A^ ^^J^l^ ^1^^ 3.7\] 

^]'^^ ^'^^^^ «c}-# 3.^^ ^^^S. ^^^cf. USP 

5.849,240, USP 5,891,471. USP 6.162,467, USP 5,965. 163<^^ -g-g-^j-^^^fl ^«(| A-^ig-Aj 3)-^ 
* ^, <^1» ?^ll3i^>^ 1J-^<>1 ^lAl£l<H ^cf. at!:. USP 

6.261,599, USP 6,290,990, USP 6, 335, OSS-HI -§-§-'a-#^ 'HI -^i^*}"^^ €^-ir ^, 
ol# ^Bfls. ;^lS*>fe U-^o] ;^]Alslc>^ tb^, USP 6.254,887, USP 6,306,438«H1^ 

^ -§-§-S}-#'^ ^]^^ «j-^<^l >I1A15)<H Sic].. ^, 1:%A^ 

<^ ^^tb ^ ^^}^^ 13-^ , 4i^Aj ai^^>^ nflB^rii 4^ 

25-6 ■ 



102^1^4521 ^^ <^y^}: 2004/2/14 

^7] ^IS^j-i^ofl ^;^> ^^^^ ^MrS^ ^^^^ l-sl^t^ 9Xy\ n^<^ 

^^^^ ^^^^ ^^^^ 7>>^lal ^7l -§--§- ^ ^2l-^V*=^ SJ^H 

^^l--^^* ^HTll ^q-. El-^^l :^3Ejo)lA-1oi cj^^o^ 

ul, cl-ols^l i^^^^^^, Hl-^7lS.^Bl^ >§;^1 ;(ll7lAl ^tfl -^o] 

S. ^Hl^ ^ ^J^M-, ::! m]7} 9l7] x^^d\] ^^a^ ^7}:^]$] A>-g-^o] ;^l^^t:l.. 

4^ ^^fi) 0.1%<iflA-1 ^tfl 5% ^^1 •a^^'^m. ^■'^■^}7\] 

^-f'Hl^ ^1^ ^ ^l^Aloj ^A-l^ (capping)^)- ^-^^sl 

(laniinating)-S'^i-o] ^a^^]^ ^^^>7l] Af-g-^^ ^-f"^^ (chipping) ^ stj^g 

(picking) ^^o] ^Aj^4. 

USP 5.955,104, USP 5,968,551. USP 6,159,501, USP 6,143.322, PCT/EP1997/03934<^^ 
^1^^ ^^^^^^ ;^M]^A-i 1:^A^^ ais.^6)l ^^*>ji ZL ^oil cf^i 

^1^^^ ^#«^>55li=1-. USP 6.159.501?llA-1fe ^^^^^ ^^3). Ai«j-A^ 

* ^W<^ ^VM-^ ^^^<^1 ^^f-^S.'M) S^B^Vfe ^o] ^]X\s\o] USP 

6,103,261. USP 6,249. 195<^A-1^ 24^1:?!: ol^g-^ <^7] ^^^l-^^^i.. o> 
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'U^}: 2004/2/14 



^-71-5. 9i^c^ ^^imt^ Ai^>goi j^-sfi-^atf^ oj^t^, 

<10> ^ ^Tg^ ^7] ^2fl7l#Sl ^^^7l JL^i^ ^-^S-^i, ^ 

[^^^ ^ ^-§-) 

<12> ^, ^ ^x^^ o^:^^ ^7H11- AV-g-tl-O^ -g-g-^^^ofl S^Sd 31-^^ A] 

31)-^^ 1-^^ ^^^^^o|l 2^} 3).^^ *M 

°l-§-^M ^^-^^ ^tb ^^m. 

<13> ^7] ^^o] 0.5 vfl^l 80^^, ^J-t-^l"?! ^7H]7} 10 ifl^l 65^^, 

^^r-^^ ^^51}.^^ #:go] 1 xfl^] 35^^% ^V^^IW. 

<14> >S-7l U^v^, <^1»1:<H ^>-§-l- ^ ^7] 

<>fl#*<H, BBl-n>l-, 5.=^. *H=.^#$, cfoiov^^, <&^E^.^. 'y: 

3iFHS.^. of^^js^ci, ^^lHe1-i=H:^. ^^s.^^. scfl 

^. C]n|l^A>=-, r^lTi^l^B^.-^. l=lTJfl^E]o>:f ^, l^^^Hl^ ^E^eilolE, <SB|-S-tl. 
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1021^^)4521 ^^ <a^]-: 2004/2/14 



-8-^ ^ ^tf. >fl;^l«^-^^ ^^«flA-1 1- ^7] 12| ^tfl :f-o^^ol 10 mg 

<15> 'S-^l 4i^A^ 'S-^:^!'?! ^7>>ilS.Aife ^^1^, ^I'S-^ ^S^, 

^]-M-^«>^^i. T^iiiBl S.-tt!ri4. ^7l dL^A^ ^cJ-^^l'ia ^7>;^lfe ^i^-^ 

$^«>7ll l-a|'»>^ ^71 i^^<^ AV-g-tb A-^ig-A^^ ^ 

^4. ^7l ;h^A^ IJ-^^I-?! ^7H1^ -§-§-^<^1 30 ifl^l 150X:, wV^^^VTllfe 50 loor^ 
A>-g-t ^ 

^ all:7C>^ '^l^*^^ ^<^lAi >{d^^ ^>i4 ol>a-Sl A>-g-^ ^ o;tcf. >a-7l 

J^l^H, -e-3^*>fe-i5il 
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- 1020^^521 %^ o^^Y: 2004/2/14 

ci7> ^ ^x^^ %^:^] ^^]^^ ^7}y^]7} t\ S.^^ 

^ ^S^^. ^^B^. 

^ ^;^]^. c^].«o1 1-2^^1^2)1:51^., ^E)-^. I^^S.^. ^1€41-S. 

*}oi:cs.Ai=^:t€»s.i2.^, ^Vol^^AiHS-^^^-il-s.^^ i 

<18> Sl^, ^ ^Tg^ ^l>^Hm ^1^^1# i^^Vfe c-l ^ o;^cl.. >^7l 

3:^^ :e.i:l- -g-ol:&>7l1 ^ ^ ^r)-. S^^^ A-^ig- 

^Ti|-. tfl^ 21=1-^ ^^1 ef-g-^O) 1 vfl;^] 50%^ 13>^3) ^1-711^ 1 tflXl 20%OlCf. 

<19> ^7] ;^l5l;^il^A-l^ <^l€«^-$-:i, -t^, <ii-2.M^ till El-3.^ 511 olH ^f-^^l, -sM^-^^^Hl 

«><>1S.^AH^^§^^>-, *}<5l = ^AliES^>i*S-2.^, ■61-o1:e.^ai:^^^1-s. 

±^1. ^H-^^^M^^*^^:^:, ^o1:E.^a1^^:^p11^^1-^^>;, *}olH.^Al=SJg«L^^^ 

SiLi, *1-<>1:^^A1H^^^^^*S^>; ^ ^ii|-^5l-ol (Colorcon Co.) ^<HlAi ^>M- 

^1-* ^^l-g-'t ^ ^icf. -^71 ^ii^^ ^Bl-3€ellolH ^^^^lS.Ai^ <^l»-i-«H, 
Eodragit RS™ Hfe Eudragit RL™7> A>-g.^ ^ ^14. ;*|l5il;*lls -s:q'S-^<:«^ , 9}:^ 

<20> ^7l s^^oi)^ 7}d^:^7} c-l s.^^ ^ ::l ^«11 *j-^^>il. ^]^^-^'^. 
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' 1028^Pb4521 ^^ ^^V: 2004/2/14 

^ ^ #e^>qle1-<^l^. ^;^>^<^1 300 ifl^l SO.OOO-?! #e1<^l^^ ^ <^1^ 
^ 5- -^^^ *>M- <^1^^ ^^^^ ^}-%-^ ^ 9X^. 

s^fe ^ (2) ^<H^ ^^^^ #<^4^^ 1-^4 ^ ^-il^^^*^! ^ 

«ll 2:x> jij-^^ i^^Vfe ^ ^1^1^ ;^l2:n^^<^l ^tb ^<^m. 

^ <ilf- :e.xq- ^^^^ ^4. ^7>;^H 

-i-^ oMs. ^y^^]^ 3^^^ ^^^^]^t^. ^"atb aL7ls. ^ifl^l-Jii 

t!: ^, ^7>;^» 7V«0 2:x> ^^3i|.^ /^^^^ ^7] 2^> ^ 

^4^4^ ^^;^] ^7Hl7> c-) ^7}m. ^ 9X^. ^71 

^i^^^ ^^^WM-. <3-^-5H ^ 
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^^ '^y^y. 2004/2/14 



20 t^^S ^5z).Al^t).. pjJ^H* ^71 a l<^ ^7} 

^11- ^^^M 2:x]- ^<i|5i|-^5il-:^^ >\^^. ^i^iAl^lJl, ^3. ^ ^Bflc>^A> p]. 

^^1^ ^^^^ «1-7l S lofl ^^^^Si^. 

^^^^ *>7l JL lofl ul-Bj-ifl^tq-. 
<29> WliSLi^j 2 

^^^^^ ^. ^7l ^aHI loiiAisq. t.>;5}.7Hsi o.^ >il2:^V5i4. 

<31> 
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^^ 'U^}: 2004/2/14 



is. 1] 



MM. /m<7^ 

Kmg) 


1 Al i 1 rtll — T 1 




-^'"•Ml 3 


U|i2.o)| 1 






150 


150 


150 


150 


150 


^el^l^ H1|S1|U||0|E 


85 


95 


120 


120 


30 


RS po 


45 


35 


10 




80 


-fi-^^el-^ RL PO 










20 








60 








17 


17 


3 




17 








3.5 


14 






3 


3 


3.5 


6 


3 
















300 


300 


350 


290 


300 



<32> *:• ^ 



<35> ^^<^] 2: -g-#^^ 

<3e> >8-7l -iAHl 1 iflx] 3, ttlJl<^ 2«»flAl BflES^^i :%y^9\ «o^#^^^ USP -g-#^l^ 

^l-g-*H ^#«>ST=f. tl-^^^ 2^, pH 6.8). paddle type II, 50 rpm/900 
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^ ^:^>: 2004/2/14 



<37> 2J 



(hr) 








ti|5io)| 2 


0 


0.00 


0.00 


0.00 


0.00 


1 


40.34 


38.47 


29.01 


72.12 


2 


58.16 


54.57 


40.53 


96.63 


3 


70.32 


65.43 


48.76 


105.96 


4 


78.91 


74.09 


55.75 




6 


89.90 


84.14 


65.77 




8 


95.63 


88.02 


73.27 




12 


97.98 


90.58 


83.01 




24 


99.88 


92.99 


88.69 





20 i>fl4^» i-3]-Ai^cv. v\]^^ o3;<Hl «>7i a 3oi] M-B^-\+ ^7H1» 

27:]- 71 ^c^.. 3^^^ :^^^:\?]JL, ^i^o}^^ ^7}^^ 



25-14 




#^ ^;^>: 2004/2/14 



<4i> IK 3] 



^3-^ (mg) 


■^AHI 4 


-M^HI 5 






150 


150 


150 




70 


80 


100 


ef :5i RS PO 


47 


37 


37 




30 


30 


10 




3 


3 


3 












300 


300 


300 



<42> *: ^ ^l7l^. 



<43> ^^<^1 3: 

<45> [5. 4] 



Chr) 


^A|<S1| 4 


-^^Hl 5 




0 


0.00 


0.00 


0.00 


1 


45.08 


43.06 


31.66 


2 


61.56 


56.41 


45.05 


3 


74.32 


65.93 


54.65 


4 


82.20 


72.31 


62.52 


6 


91.00 


82.45 


71.70 


8 


94.00 


87.15 


78.50 


10 


97.85 


93.38 


82.14 


12 


99.01 


98.05 


90.74 
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1020«R)4521 ^^ <^7.}: 2004/2/14 

=48> ^7] ^X\c^] 36\]X\ tiflE^^ «^>aLm^l 31^^>Sl ^^1"^ ^^^l^cj-. ^ 

^<^A-1 12 iflx) 24Al:?l: :dSAl^rf. 



<49> [ JE 51 



<50 







^^Ml 8 


(ft) 


-S-S-H^-^ RS 100 


2.48 


3.34 


-S-:5.H]-^ RL 100 


3.30 


1.66 


^5|oj|^^ ^e|# 4.000 


0.50 


0.50 




2.48 


2.50 


» 


0.99 


1.00 




41.65 


42.00 




48.60 


49.00 


ft* 


3 


3 



<5l> ^^a|] 4: 

<52> ^A]o^l 7, 8<^l^i ^flS-l^rix t^^c^ ^7] -^^t^] 2oflAiiif- ^m7}^] 



<53> 
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■S3>102l^^4521 



^ ^^>: 2004/2/14 



IS. 61 



>^\^ (hr) 




^aH) 8 


0 


0.00 


0.00 


1 


22.22 


14.62 


2 


35.28 


26.90 


3 


42.68 


35.21 


4 


50.07 


42.00 


6 


60.66 


52.08 


8 


68.54 


59.80 


10 


75.21 


65.93 


12 


79.75 


71.01 


24 


95.90 


88.32 



> -§-#^-^ ^t^S^B] #oll Cfl^ 3.^%^^ ^^^^m ^ ^ 



<57> IS. 7] 







-^^Hl 10 




(ft) 




3.6 


4.2 


5.4 




2.4 


1.8 


0.6 




0.6 


0.6 


0.6 




46.7 


46.7 


46.7 




46.7 


46.7 


46.7 


a% ft* 


8 


8 


8 
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' 1020«D4521 o^j^y^ 2004/2/14 

S9> ^^<^ 5: -g-^^^ 



<6i> 81 











0 


0.00 


0.00 


0.00 


1 


22.63 


13.92 


4.16 


2 


34.44 


26.74 


7.85 


3 


42.48 


35.52 


11.64 


4 


49.56 


42.21 


15.27 


6 


59.02 


52.52 


21.57 


8 


66.61 


60.10 


27.38 


10 


73.37 


63.32 


32.60 


12 


78.64 


67.65 


37.29 


18 


89.56 


78.20 


49.32 


24 


95.13 


84.38 


60.02 
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#^ ^^>: 2004/2/14 



20 ^4^» ^4^1 ^i:]-. pll^H* <a;^H ^7] ^ 7<^ ^iB^^d t)-€- ^7>;*ll» ^^*Vo^ 2 

71 S 90)1 i4El-ifl^Ti|.. 



<65> 9] 











150 


150 




150 


150 




62 


62.2 




0.2 






10.2 


10.2 




7.6 


7.6 










380 


380 



*: ^ >I171^. 



<67> 6: -§-#^-i 

<68> ^7] 12. ISoflA^ fflH^^ tflB^H ^7] ^^<^1 2<HlAi«4 T^}^?}^] 

<69> 

25-19 



.<69>i02(iPiD4521 



^ ^;^>: 2004/2/14 



[K 101 



•^1^1: (hr) 


12 


-M^MI 13 


0 


0.00 


0.00 


1 


28.26 


28.99 


2 


39.49 


40.90 


3 


47.83 


49.43 


4 


54.57 


56.33 


6 


65.59 


67.29 


8 


74.26 


75.40 


10 


80.71 


81.68 


12 


85.92 


86.39 


24 


97.46 


94.59 



<70^Al6j| 14. 15: "^-arHB^-^m^ i^flH^^ ^^1^ 3.^ 



<72> [S 111 



1 ^^Hl 14 1 -MAI oil 15 1 


(») 


ol|m-i*S.2.i^ 


4.0 


4.0 




1.7 


1.7 




0.5 


0.5 




35.4 


35.4 




58.4 


58.4 


3.^ %• 


6 


6 



<73> * m^S\y(\ ^-Br 3.0] nflHSi^ ifl^ S^fi] V]^ ^^S. 

<74> ^^c^l 7: -g-^^-^ 

25-20 



ii 



-^ "^^y: 2004/2/14 



<75> ^7] ^X\c^] 14, 1561] ^m^^^ tfl^Vc^ ^71 ^^c^l 2«^lA-1i4 xi}^7}:<l 

<76> 12] 



^I^H (hr) 


-^A|o)| 14 




0 


0.00 


0.00 


1 


13.95 


10.78 


2 


27.19 


24.45 


3 


36.19 


35.14 


4 


43.27 


42.97 


6 


54.54 


54.99 


8 


63.27 


63.79 


10 


70.10 


70.84 


12 


75.66 


76.16 


24 


91.62 


94.68 



<77> 



^ ^^<^) tH-e} 0^=^^ o]^ :^]^^o_^ «<}-#*H 
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^521 ^^ <^7i}: 2004/2/14 
11 

^^4: di^^ ^t-^l-Si ^7l-;*ll* A>^^o^ -g-S-4^^<fl ^Sfj l:^> ^]9]JL, ^0^:51 sj- 

dii^^^ #>)3i|-^^ #^5. ^4^^^<H1 ^Sfl 2^V 51).^^ *H o]^^ 

2] 

>ni®J-«=fl Si'^H'H, e^=#ol 0.5 80^^. dx^-^ «<}-#^l^ ^7Hl7> 10 tfl;^1 65^^%, 

^€r, ^€^1-^. ^HiH.s.^, ^4=^^, <^>^«iiBiTa. ^^^msi-pM:^, 

^^efl*^, ^HSs^fe, #5-^^!-:^, Si^lltl, >^>«^l#Bl-S^, ^^BS.S.5l-Til-ol:=, 

'^V^^l ^B^e)lo]3^ 1=13^:4^, <^El-^^, oflS^Bf^^ 5)1-^4^. ^Ef^-. S 
^ o.^ ^-§-7>^^ <^tl A^ifJ-A^ 

I^^^J- 41 

^i«^ afe >fl2*J-«il ^<HA-^, ^7] di^^^ «c}-#^l9^ ^7>^l7> ^A^ ^^llJ-iV. 

^l^^-i]: "0-3.^, ^IIJ-A]: ofl^i^s, S-ic-, tzi-, H2l-#el>^]5l-o1s.» i^*>fe ^^^I^^aV #s|>Hle1- 

25-22 





'U^}: 2004/2/14 



[^^^ 5] 

^l4-^«fl ^7] ^]^^^ ^Q:3.'irO] M]S.^nc}^ '^3.^, i^ls]^^ 

#e^S ^ ^]i:Bl ol^<H^ ^ ^<HlAi ^xJ\. ol^ol A^^ol 

[^^^ 61 

-fr, "^^^l-^i^-^ ^ <^>aLm^] ^^;^>^ ^ ^>uj- oi>a-o^ A^^o] ^ 

>^li«J- Sfe ^l2-sj-<^l Sio^Ai. ^^]^^ ^7H17> X^Sj^ ^ 

[^n^*ch 8] 

>«1% £^ >I12«J-«^1 Slol>H, ;^15E|7^1» 3L^*>^ S^f-Ol C-l 3£:^3E)^ ^^-^S. «]-^ A-l 
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